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L4 ANSWER 1 OF 16 MEDLINE 

TI The chvH locus of Agrobacterium encodes a homologue of an elongation 

factor involved in protein synthesis. 
AB The virulence of Agrobacterium tumefaciens depends on both chromosome- 
and 

Ti plasmid-encoded gene products. In this study, we characterize a 
chromosomal locus, chvH, previously identified by TnphoA mutagenesis and 
shown to be required for tumor formation. Through DNA sequencing and 
comparison of the sequence with identified sequences in the database, we 
show that this locus encodes a protein similar in sequence to 
elongation factor P, a protein thought to be 

involved in peptide bond synthesis in Escherichia coli. The analysis of 
vir-lacZ and vir-phoA translational fusions as well as Western 
immunoblotting revealed that the expression of Vir proteins such as VirE2 
was significantly reduced in the chvH mutant compared with the wild-type 
strain. The E. coli efp gene complemented detergent sensitivity, 
virulence, and expression of VirE2 in the chvH mutant, suggesting that 
chvH and efp are functionally homologous. As expected, ChvH 
exerts its activity at the posttranscriptional level. Southern analysis 
suggests that the gene encoding this elongation factor is present as a 
single copy in A. tumefaciens. We constructed a chvH deletion mutant in 
which a 445-bp fragment within its coding sequence was deleted and 
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2001086878 MEDLINE 
20566665 PubMed ID: 11114898 

The chvH locus of Agrobacterium encodes a homologue of an 
elongation factor involved in protein synthesis. 
Peng W T; Banta L M; Charles T C; Nester E W 
Department of Microbiology, University of Washington, 
Seattle, Washington 98195-7242, USA. 
GM32618 (NIGMS) 

JOURNAL OF BACTERIOLOGY, (2001 Jan) 183 (1) 36-45. 
Journal code: HH3. ISSN: 0021-9193. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
GENBANK- AF 1778 60 
200101 

Entered STN: 20010322 
Last Updated on STN: 20010322 
Entered PubMed: 20001229 
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TI The gene encoding the elongation factor P 

protein is essential for viability and is required for protein 
synthesis . 

AB Elongation factor P (EFP) is a 

protein that stimulates the peptidyltransf erase activity of fully 
assembled 70 S prokaryotic ribosomes and enhances the synthesis of 
certain 

dipeptides initiated by N-f ormylmethionine . This reaction appears 

conserved throughout species and is promoted in eukaryotic cells by a 

homologous protein, elFSA. Here we ask whether the Escherichia coli gene 

encoding EFP is essential for cell viability. A kanamycin 

resistance (KanR) gene was inserted near the N-terminal end of the 

efp gene and was cloned into a plasmid, pMAK705, that has a 

temperature-sensitive origin of replication. After transformation into a 

recA+ E. coli strain, temperature-sensitive mutants were isolated, and 

their chromosomal DNA was sequenced. Mutants containing the efp 

-KanR gene in the chromosome grew at 33 degrees C only in the presence of 

the wild- type copy of the efp gene in the pMAK705 plasmid and 

were unable to grow at 44 degrees C. Incorporation of various isotopes in 

vivo suggests that translation is impaired in the efp mutant at 

44 degrees C. At 44 degrees C, mutant cells are severely defective in 

peptide-bond formation. We conclude that the efp gene is 

essential for cell viability and is required for protein synthesis. 
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TI Identifying a compound which modulates the activity of prokaryotic 
elongation factor p (efp) for 

screening for compounds which can be used as antibiotics comprises 

contacting efp with a compound and determining if efp 

activity is modified. 
AN 2000-524303 [47] WPIDS 
AB WO 200045177 A UPAB: 20000925 

NOVELTY - A method (Ml) for identifying a compound which modulates the 

activity of efp comprises contacting efp with a 

compound and determining whether the compound modifies activity of 
efp. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following: 

(1) a method (M2) for identifying a compound which modulates 
efp activity comprising: 

(a) contacting a cell containing efp with a compound 
identified by Ml; and 

(b) determining whether the compound inhibits cell growth; 

(2) a method (M3) for identifying a compound which modulates 
efp activity comprising: 

(a) contacting a composition comprising efp, 

N-f ormylmethionyl-tRNA (fMet-tRNA), 30S subunit, 50S, an mRNA containing 
an AUG sequence and initiation factors 1,2 and 3 with a compound; and 

(b) determining whether the compound allows fMet-tRNA to bind to a 
complex formed through the interaction of efp, 30S subunit, SOS, 

an mRNA containing an AUG sequence and initiation factors 1,2 and 3; 

(3) a method (M4) for identifying a compound which modulates 
efp activity comprising: 

(a) contacting efp with prokaryotic 30S subunit or 70S 
ribosome to form a composition; 

(b) contacting the composition with a compound; and 

(c) determining whether the compound binds to efp in 
association with the 30S subunit or 70S ribosome or interferes with the 
binding of efp and the 30S subunit or 70S ribosome; 

(4) a method (M5) for identifying a compound which modulates 
efp activity comprising: 

(a) contacting efp with a composition comprising either 50S 
subunit or 70S ribosome, a tRNA fragment comprising CACCA- radiolabeled 
amino acid and a peptide bond donor to form a second composition; 

(b) contacting the second composition with the compound; and 

(c) determining whether the compound inhibits the first peptide bond 
reaction; 

(5) a method (M6) for identifying a compound which modulates 
efp activity comprising: 

(a) contacting a cell or composition containing efp with a 
detectably labelled oxazolidinone compound known to bind efp; 

(b) contacting the composition or cell with an unlabelled compound; 

and 

(c) determining whether the unlabelled compound displaces the 
labelled oxazolidinone compound from the complex; 

(6) a method (M7) for identifying a compound which modulates 
efp but not eukaryotic eIF5A activity comprising: 

(a) determining whether the compound modulates the activity of 
prokaryotic efp by Ml - M7; 

(b) contacting eIF5A with a composition comprising methionyl-tRNA 
(Met-tRNA) , 80S ribosome, an mRNA containing an AUG sequence, initiation 
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factors eIF-2, elF^^ eIF-5, eIF-4C, eIF-4D and a peptide bond donor to 
form a second comp^Btion; 

(c) contacting the second composition with a c^Bound; and 

(d) determining whether the compound inhibits the first peptide bond 
reaction of a complex formed through the interaction of eIF5A, Met-tRNA, 
80S ribosome, an mRNA containing an AUG sequence, initiation factors 
eIF-2, eIF-3, eIF-5, eIF-4C and eIF-4D; and 

(7) modulating the activity of prokaryotic efp, the 30S 
subunit, SOS subunit, 70S ribosome or L16 protein comprising contacting 
the efp or cell or cell preparation containing the efp 
, the 30S subunit, SOS subunit, 70S ribosome or L16 protein with an 
oxazolidinone compound. 

USE - To screen for compounds which modulate ribosome mediated 
peptide bond formation. These screening assays can be used to discover 
new and useful antibiotics. 

ADVANTAGE - This screening method is more rapid and direct than 
currently available methods. 
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TI The chvH locus of Agrobacterium encodes a homologue of an elongation 

factor involved in protein synthesis. 
AB The virulence of Agrobacterium tumefaciens depends on both chromosome- 
and 



Page 5 



Ti pi a smid- encoded gene products. In this study, we characterize a 
chromosomal locus^fchvH, previously identified by TnohoA mutagenesis and 
shown to be requir^C for tumor formation. Through sequencing and 

comparison of the sequence with identified sequence^r in the database, we 
show that this locus encodes a protein similar in sequence to 
elongation factor P, a protein thought to be 

involved in peptide bond synthesis in Escherichia coli . The analysis of 
vir-lacZ and vir-phoA translational fusions as well as Western 
immunoblotting revealed that the expression of Vir proteins such as VirE2 
was significantly reduced in the chvH mutant compared with the wild-type 
strain. The E. coli efp gene complemented detergent sensitivity, 
virulence, and expression of VirE2 in the chvH mutant, suggesting that 
chvH and efp are functionally homologous. As expected, ChvH 
exerts its activity at the posttranscriptional level. Southern analysis 
suggests that the gene encoding this elongation factor is present as a 
single copy in A. tumefaciens. We constructed a chvH deletion mutant in 
which a 445-bp fragment within its coding sequence was deleted and 
replaced with an omega fragment. On complex medium, this mutant grew more 
slowly than the wild-type strain, indicating that elongation 
factor P is important but not essential for the growth 
of Agrobacterium. 
ACCESSION NUMBER: 2001002700 EMBASE 

TITLE: The chvH locus of Agrobacterium encodes a homologue of an 

elongation factor involved in protein synthesis. 
AUTHOR: Peng W.-T.; Banta L.M.; Charles T.C.; Nester E.W. 

CORPORATE SOURCE: E.W. Nester, Department of Microbiology, Box 357242, 

University of Washington, Seattle, WA 98195-7242, United 

States. gnesterGu.washington.edu 
SOURCE: Journal of Bacteriology, (2001) 183/1 (36-45). 
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L4 ANSWER 5 OF 16 EMBASE COPYRIGHT 2001 ELSEVIER SCI. B.V. 
TI The gene encoding the elongation factor P 

protein is essential for viability and is required for protein 
synthesis . 

AB Elongation factor P (EFP) is a 

protein that stimulates the peptidyltransf erase activity of fully 
assembled 70 S prokaryotic ribosomes and enhances the synthesis of 
certain 

dipeptides initiated by N- f ormylmethionine . This reaction appears 
conserved throughout species and is promoted in eukaryotic cells by a 
homologous protein, eIF5A. Here we ask whether the Escherichia coli gene 
encoding EFP is essential for cell viability. A kanamycin 
resistance (Kan(R)) gene was inserted near the N- terminal end of the 
efp gene and was cloned into a plasmid, pMAK705, that has a 
temperature-sensitive origin of replication. After transformation into a 
recA+ E. coli strain, temperature-sensitive mutants were isolated, and 
their chromosomal DNA was sequenced. Mutants containing the efp 
-Kan(R) gene in the chromosome grew at 33 .degree. C only in the presence 
of the wild-type copy of the efp gene in the pMAK705 plasmid and 
were unable to grow at 44 . degree. C. Incorporation of various isotopes in 
vivo suggests that translation is impaired in the efp mutant at 
44 .degree. C. At 44 . degree. C, mutant cells are severely defective in 
peptide-bond formation. We conclude that the efp gene is 
essential for cell viability and is required for protein synthesis. 
ACCESSION NUMBER: 1998006933 EMBASE 

TITLE: The gene encoding the elongation factor 

P protein is essential for viability and is 
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Identifying a compound which modulates the activity of prokaryotic 
elongation factor p (efp) for 

screening for compounds which can be used as antibiotics comprises 
contacting efp with a compound and determining if efp 
activity is modified - 

The present sequence is the Escherichia coli elongation 

factor p (efp) , which comprises part of the 

prokaryotic ribosomal complex. It can be used in the methods of the 
invention to identify compounds which interfere with ribosomal peptide 
bond synthesis, which can then be used as antimicrobial agents. These 
compounds may modulate interactions between any of the ribosomal 
subuhits, including the 30S and SOS subunits, as well as factors such as 

efp and L16. They can also be used to identify compounds which 
modulate the activity of efp but do not have any effect on its 
mammalian analogue eIF5A. 
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TI Identifying a compound which modulates the activity of prokaryotic 
elongation factor p (efp) for 

screening for compounds which can be used as antibiotics comprises 
contacting efp with a compound and determining if efp 
activity is modified - 
AB The present sequence is the Staphylococcus aureus elongation 
factor p (efp) , which comprises part of the 

prokaryotic ribosomal complex. It can be used in the methods of the 
invention to identify compounds which interfere with ribosomal peptide 
bond synthesis, which can then be used as antimicrobial agents. These 
compounds may modulate interactions between any of the ribosomal 
subunits, including the 30S and SOS subunits, as well as factors such as 
efp and L16. They can also be used to identify compounds which 
modulate the activity of efp but do not have any effect on its 
mammalian analogue eIF5A. 
ACCESSION NUMBER: AAB21121 protein DGENE 

TITLE: Identifying a compound which modulates the activity of 
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prokaryotic elongation factor p 

(efptfhpr screening for compounds whicjx can be used 
as antibiotics comprises contacting e^Bwith a 
compound and determining if efp activity is 
modified - 

INVENTOR: Poorman R A; Wells P A; Marotti K R; Shinabarger D L 

PATENT ASSIGNEE: ( PHAA) PHARMACIA & UPJOHN. 

PATENT INFO: WO 2000045177 Al 20000803 52p 

APPLICATION INFO: WO 1999-US12073 19990528 

PRIORITY INFO: US 1999-117473 19990127 

DOCUMENT TYPE: Patent 

LANGUAGE: English 
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TI Identifying a compound which modulates the activity of prokaryotic 
elongation factor p (efp) for 

screening for compounds which can be used as antibiotics comprises 

contacting efp with a compound and determining if efp 

activity is modified - 
AB The present sequence is an oligoribonucleotide used in an initiation 

complex assay to determine the effects of the presence and absence of 

the 

Staphylococcus aureus or Escherichia coli elongation 

factor p (efp) . This protein comprises part 

of the prokaryotic ribosomal complex. It can be used in the methods of 
the invention to identify compounds which interfere with ribosomal 
peptide bond synthesis, which can then be used as antimicrobial agents. 
These compounds may modulate interactions between any of the ribosomal 
subunits, including the 30S and 50S subunits, as well as factors such as 

efp and L16. They can also be used to identify compounds which 
modulate the activity of efp but do not have any effect on its 
mammalian analogue eIF5A. 
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L4 ANSWER 9 OF 16 HCAPLUS COPYRIGHT 2001 ACS 

TI Crystallization and structure determination of Staphylococcus aureus 
elongation factor P 

AB Staphylococcus aureus elongation factor P 

(S. aureus EF-P) was crystd., and the 3-dimensional x-ray crystal 
structure solved to 1 . 9 A resoln. EF-P crystals belong to the 
orthorhombic space group symmetry P212121, with dimensions of a = 25-50, 

b 

= 35-60, c = 85-110 .ANG. and .alpha. = .beta. = .gamma. = 90. degree.. 
The x-ray crystal structure is useful for solving the structure of other 
mols. or mol. complexes, and designing inhibitors of S. aureus EF-P. 
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TITLE: Crystallization and structure determination of 
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The chvH locus of Agrobacterium encodes a homologue of an elongation 
factor involved in protein synthesis 

The virulence of Agrobacterium tumefaciens depends on both chromosome- 



Ti pi a smid- encoded gene products. In this study, we characterize a 
chromosomal locus, chvH, previously identified by TnphoA mutagenesis and 
shown to be required for tumor formation. Through DNA sequencing and 
comparison of the sequence with identified sequences in the database, we 
show that this locus encodes a protein similar in sequence to 
elongation factor P, a protein thought to be 

involved in peptide bond synthesis in Escherichia coli. The anal, of 
vir-lacZ and vir-phoA translational fusions as well as Western 
immunoblotting revealed that the expression of Vir proteins such as VirE2 
was significantly reduced in the chvH mutant compared with the wild-type 
strain. The E. coli efp gene complemented detergent 
sensitivity, virulence, and expression of VirE2 in the chvH mutant, 
suggesting that chvH and efp are functionally homologous. As 
expected, ChvH exerts its activity at the posttranscriptional level. 
Southern anal, suggests that the gene encoding this elongation factor is 
present as a single copy in A. tumefaciens. We constructed a chvH 
deletion mutant in which a 445-bp fragment within its coding sequence was 
deleted and replaced with an omega fragment. On complex medium, this 
mutant grew more slowly than the wild-type strain, indicating that 
elongation factor P is important but not 
essential for the growth of Agrobacterium. 
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Re-annotating the Mycoplasma pneumoniae genome sequence: adding value, 
function and reading frames 

Four years after the original sequence submission, we have re-annotated 
the genome of Mycoplasma pneumoniae to incorporate novel data. The total 
no. of ORFss has been increased from 677 to 688 (10 new proteins were 
predicted in intergenic regions, two further were newly identified by 

spectrometry and one protein ORF was dismissed) and the no. of RNAs from 
39 to 42 genes. For 19 of the now 35 tRNAs and for six other functional 
RNAs the exact genome positions were re-annotated and two new tRNALeu and 
a small 200 nt RNA were identified. Sixteen protein reading frames were 
extended and eight shortened. For each ORF a consistent annotation 
vocabulary has been introduced. Annotation reasoning, annotation 
categories and comparisons to other published data on M. pneumoniae 
functional assignments are given. Exptl. evidence includes 2-dimensional 
gel electrophoresis in combination with mass spectrometry as well as gene 
expression data from this study. Compared to the original annotation, we 
increased the no. of proteins with predicted functional features from 349 
to 458. The increase includes 36 new predictions and 73 protein 
assignments confirmed by the published literature. Furthermore, there 



are 



23 redns. and 30 addns . with respect to the previous annotation, 
expression data support transcription of 184 of the functionally 
unassigned reading frames. 
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TI Assays for modulators of elongation factor p 
activity 

AB Disclosed are novel methods of using elongation factor 
p (efp) and related constituents of ribosomal complexes 
which comprise efp, the SOS ribosomal subunit, the 30S ribosomal 
subunit, the 70S initiation complex, and related proteins, cofactors and 
enzymes. Methods of identifying compds. which modulate prokaryotic 
elongation factor p and modify cell function 

are described. Both in vitro and in vivo methods for identifying compds. 
which modulate such constituents and affect cell function are described. 
Such identified compds., including various antibiotics, which 
specifically 

affect cell growth, methods of treating various disorders with such 
compds., and antiseptics contg. such compds. are described. The present 
invention is also directed to methods and compds. that modulate 
prokaryotic elongation factor p. 
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protein is essential for viability and is required for protein synthesis 

AB Elongation factor ^BefP) is a 

protein that stimuKtes the peptidyltransf erase act^^ty of fully 
assembled 70 S prokaryotic ribosomes and enhances the synthesis of 

certain 

dipeptides initiated by N-f ormylmethionine . This reaction appears 
conserved throughout species and is promoted in eukaryotic cells by a 
homologous protein, eIF5A. Here we ask whether the Escherichia coli gene 
encoding EFP is essential for cell viability. A kanamycin 
resistance (KanR) gene was inserted near the N-terminal end of the 
efp gene and was cloned into a plasmid, pMAK705, that has a 
temp. -sensitive origin of replication. After transformation into a recA+ 
£ . coli strain, temp . -sensitive mutants were isolated, and their 
chromosomal DNA was sequenced. Mutants contg. the efp-KanR gene 
in the chromosome grew at 33. degree, only in the presence of the 
wild- type 

copy of the efp gene in the pMAK7 05 plasmid and were unable to 

grow at 44 .degree.. Incorporation of various isotopes in vivo suggests 

that translation is impaired in the efp mutant at 44 .degree.. 

At 44 .degree., mutant cells are severely defective in peptide-bond 

formation. We conclude that the efp gene is essential for cell 

viability and is required for protein synthesis. 
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L4 ANSWER 14 OF 16 HCAPLUS COPYRIGHT 2001 ACS 

TI Cloning, sequencing and overexpression of the gene for prokaryotic factor 
EF-P involved in peptide bond synthesis 

AB A sol. protein EF-P (elongation factor P) 

from Escherichia coli has been purified and shown to stimulate efficient 
translation and peptide-bond synthesis on native or reconstituted 70 S 
ribosomes in vitro. Based on the partial amino acid sequence of EF-P, 

18- 

and 24-nucleotide DNA probes were synthesized and used to screen .lambda, 
phage clones from the Kohara Gene Bank. The entire EF-P gene was 
detected 

on .lambda, clone #650, which contains sequences from the 94 min region 

of 

the E. coli genome. Two DNA fragments, 3.0 and 0.78 kilobases in length 
encompassing the gene, were isolated and cloned into pUC18 and pUC19. 
Partially purified exts. from cells transformed with these plasmids 
overrepresented a protein which comigrates with EF-P upon SDS-PAGE, and 
also exhibited increased EF-P mediated peptide-bond synthetic activity. 
Based on DNA sequence anal, of this gene, the EF-P protein consists of 

187 

amino acids with a calcd. mol . wt. of 20,447. The sequence and 
chromosomal location of EF-P establishes it as a unique gene product. 
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The chvH locus of Agrobacterium encodes a homologue of an elongation 
factor involved in protein synthesis. 

The virulence of Agrobacterium tumefaciens depends on both chromosome- 

Ti plasmid-encoded gene products. In this study, we characterize a 
chromosomal locus, chvH, previously identified by TnphoA mutagenesis and 
shown to be required for tumor formation. Through DNA sequencing and 
comparison of the sequence with identified sequences in the database, we 
show that this locus encodes a protein similar in sequence to 
elongation factor P, a protein thought to be 

involved in peptide bond synthesis in Escherichia coli. The analysis of 
vir-lacZ and vir-phoA translational fusions as well as Western 
immunoblotting revealed that the expression of Vir proteins such as VirE2 
was significantly reduced in the chvH mutant compared with the wild- type 
strain. The E. coli efp gene complemented detergent sensitivity, 
virulence, and expression -of VirE2 in the chvH mutant, suggesting that 
chvH and efp are functionally homologous. As expected, ChvH 
exerts its activity at the posttranscriptional level. Southern analysis 
suggests that the gene encoding this elongation factor is present as a 
single copy in A. tumefaciens. We constructed a chvH deletion mutant in 
which a 445-bp fragment within its coding sequence was deleted and 
replaced with an omega fragment. On complex medium, this mutant grew more 
slowly than the wild-type strain, indicating that elongation 
factor P is important but not essential for the growth 
of Agrobacterium. 
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TI The gene encoding the elongation factor P 

protein is essential for viability and is required for protein 
synthesis . 

AB Elongation factor P (EFP) is a 

protein that stimulates the peptidyltransf erase activity of fully 
assembled 70 S prokaryotic ribosomes and enhances the synthesis of 
certain 

dipeptides initiated by N-f ormylmethionine . This reaction appears 
conserved throughout species and is promoted in eukaryotic cells by a 
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homologous protein^elFSA. Here we ask whether the Escherichia coli gene 
encoding EFP is e^^atial for cell viability. A kan^jycin 
resistance (KanR) ^ne was inserted near the N-ter^Bal end of the 

efp gene and was cloned into a plasmid, pMAK705, that has a 

temperature-sensitive origin of replication. After transformation into a 

recA+ E. coli strain, temperature-sensitive mutants were isolated, and 

their chromosomal DNA was sequenced. Mutants containing the efp 

-KanR gene in the chromosome grew at 33degree C only in the presence of 

the wild- type copy of the efp gene in the pMAK7 05 plasmid and 

were unable to grow at 44degree C. Incorporation of various isotopes in 

vivo suggests that translation is impaired in the efp mutant at 

44degree C. At 44degree C, mutant cells are severely defective in 

peptide-bond formation. We conclude that the efp gene is 

essential for cell viability and is required for protein synthesis. 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) 



CORPORATE SOURCE: 



SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 



1998:83503 BIOSIS 
PREV199800083503 

The gene encoding the elongation factor 

protein is essential for viability and is 
required for protein synthesis. 

Aoki, Hiroyuki; Dekany, Katalin; Adams, Sally-Lin; Ganoza, 
M. Clelia (1) 

(1) C.H. Best Inst., Univ. Toronto, Toronto, ON MSG 1L6 
Canada 

Journal of Biological Chemistry, (Dec. 19, 1997) Vol. 272, 

No. 51, pp. 32254-32259. 

ISSN: 0021-9258. 

Article 

English 



=> d his 



(FILE 1 HOME 1 ENTERED AT 13:14:58 ON 21 JUN 2001) 

FILE 1 MEDLINE, US PAT FULL, WPIDS, FROSTI, EMBASE, DGENE , JAPIO, FSTA, 
HCAPLUS, BIOSIS 1 ENTERED AT 13:15:31 ON 21 JUN 2001 

LI 8295 S OXAZOLIDINONE 

L2 104 S ELONGATION FACTOR P 

L3 755 S EFP 

L4 16 S L2 AND L3 

=> s 13 and 11 
L5 2 L3 AND LI 

=> d 15 ti abs ibib t 
! T' IS NOT A VALID FORMAT 

In a multifile environment, a format can only be used if it is valid 
in at least one of the files. Refer to file specific help messages 
or the STNGUIDE file for information on formats available in 
individual files. 

REENTER DISPLAY FORMAT FOR ALL FILES ( FILEDEFAULT ) : end 



=> d 15 ti abs ibib tot 



L5 ANSWER 1 OF 2 WPIDS COPYRIGHT 2001 DERWENT INFORMATION LTD 
TI Identifying a compound which modulates the activity of prokaryotic 
elongation factor p (efp) for screening for compounds which can 
be used as antibiotics comprises contacting efp with a compound 
and determining if efp activity is modified. 
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AN 2000-524303 [47] ^ffPIDS 

AB WO 200045177 A UPjflB 20000925 

NOVELTY - A method (Ml) for identifying a compound ^Bich modulates the 
activity of efp comprises contacting efp with a 

compound and determining whether the compound modifies activity of 
efp. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following: 

(1) a method (M2) for identifying a compound which modulates 
efp activity comprising: 

(a) contacting a cell containing efp with a compound 
identified by Ml; and 

(b) determining whether the compound inhibits cell growth; 

(2) a method (M3) for identifying a compound which modulates 
efp activity comprising: 

(a) contacting a composition comprising efp, 
N-formylmethionyl-tRNA (fMet-tRNA), 30S subunit, 50S, an mRNA containing 
an AUG sequence and initiation factors 1,2 and 3 with a compound; and 

(b) determining whether the compound allows fMet-tRNA to bind to a 
complex formed through the interaction of efp, 30S subunit, 50S, 

an mRNA containing an AUG sequence and initiation factors 1,2 and 3; 

(3) a method (M4) for identifying a compound which modulates 
efp activity comprising: 

(a) contacting efp with prokaryotic 30S subunit or 70S 
ribosome to form a composition; 

(b) contacting the composition with a compound; and 

(c) determining whether the compound binds to efp in 
association with the 30S subunit or 70S ribosome or interferes with the 
binding of efp and the 30S subunit or 70S ribosome; 

(4) a method (M5) for identifying a compound which modulates 
efp activity comprising: 

(a) contacting efp with a composition comprising either SOS 
subunit or 70S ribosome, a tRNA fragment comprising CACCA- radio labeled 
amino acid and a peptide bond donor to form a second composition; 

(b) contacting the second composition with the compound; and 

(c) determining whether the compound inhibits the first peptide bond 
reaction; 

(5) a method (M6) for identifying a compound which modulates 
efp activity comprising: 

(a) contacting a cell or composition containing efp with a 
detectably labelled oxazolidinone compound known to bind 

efp; 

(b) contacting the composition or cell with an unlabelled compound; 

and 

(c) determining whether the unlabelled compound displaces the 
labelled oxazolidinone compound from the complex; 

(6) a method (M7) for identifying a compound which modulates 
efp but not eukaryotic elFSA activity comprising: 

(a) determining whether the compound modulates the activity of 
prokaryotic efp by Ml - M7; 

(b) contacting eIF5A with a composition comprising methionyl-tRNA 
(Met-tRNA) , 80S ribosome, an mRNA containing an AUG sequence, initiation 
factors eIF-2, eIF-3, eIF-5, eIF-4C, eIF-4D and a peptide bond donor to 
form a second composition; 

(c) contacting the second composition with a compound; and 

(d) determining whether the compound inhibits the first peptide bond 
reaction of a complex formed through the interaction of eIF5A, Met-tRNA, 
80S ribosome, an mRNA containing an AUG sequence, initiation factors 
eIF-2, eIF-3, eIF-5, eIF-4C and eIF-4D; and 

(7) modulating the activity of prokaryotic efp, the 30S 
subunit, SOS subunit, 70S ribosome or L16 protein comprising contacting 
the efp or cell or cell preparation containing the efp 

, the 30S subunit, SOS subunit, 70S ribosome or L16 protein with an 
oxazolidinone compound. 
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USE - To scregi for compounds which modulate ribosome mediated 
peptide bond form^^sn. These screening assays can^joe used to discover 
new and useful antibiotics. 

ADVANTAGE - This screening method is more rapid and direct than 
currently available methods. 
Dwg. 0/0 

2000-524303 [47] WPIDS 
N2000-387540 
C2000-155724 

Identifying a compound which modulates the activity of 
prokaryotic elongation factor p (efp) for 
screening for compounds which can be used as antibiotics 
comprises contacting efp with a compound and 
determining if efp activity is modified. 
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L5 ANSWER 2 OF 2 HCAPLUS COPYRIGHT 2001 ACS 

TI Assays for modulators of elongation factor p activity 

AB Disclosed are novel methods of using elongation factor p (efp) 

and related constituents of ribosomal complexes which comprise efp 
, the SOS ribosomal subunit, the 30S ribosomal subunit, the 70S 
initiation 

complex, and related proteins, cof actors and enzymes. Methods of 
identifying compds. which modulate prokaryotic elongation factor p and 
modify cell function are described. Both in vitro and in vivo methods 

for 

identifying compds. which modulate such constituents and affect cell 
function are described. Such identified compds., including various 
antibiotics, which specifically affect cell growth, methods of treating 
various disorders with such compds., and antiseptics contg. such compds. 
are described. The present invention is also directed to methods and 
compds. that modulate prokaryotic elongation factor p. 
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